Eq. 1
Wavelength (nm) Figure S1 . Normalized absorption spectra of free SiNc in THF (black), "Always ON" SiNc-NP (red), and "Activatable" SiNc-NP (blue) in 1X PBS buffer.
Fluorescence quantum yield:
The fluorescence quantum yield for SiNc-PNP was calculated in aqueous solution (λex = 750 nm) with indocyanine green (ICG) as a reference (0.027 in water) [1] as follows: where ICG is a quantum yield of SiNc-PNP. Water was employed as a solvent for ICG and SiNc-PNP and, therefore, the refractive index was not used in the equation.
Drug Release:
The drug release profiles of dye (SiNc or IR775) from the PEG-PCL nanoparticles were evaluated in PBS at 37C at various pH (7.4, 6.5, and 4.5 after different time points). The developed theranostic nanoplatform was dissolved in PBS buffer and placed in a Float-A-Lyzer dialysis tubes (molecular weight cutoff of 50 kDa). The dialysis tubes were immersed in the appropriate medium and incubated at a constant temperature of 37 °C. At fixed time intervals, 200 µL of the samples were withdrawn from the dialysis tubes to record the absorbance of dye. After each absorption measurement, the samples were returned to the appropriate dialysis tubes for further incubation. The dye content in the delivery system at different time points was quantified based on UV-visible absorption spectra of samples, with a prominent dye peak appearing (UV-1800 spectrophotometer, Shimadzu, Carlsbad, CA). The intratumoral temperature during the phototherapy (1.3 W/cm 2 ) studies reached ~47C for "Always On" sample (1.5 mg/kg SiNc, Chem Mater 2015 27, 6155-6165) and ~ 55C for "Activatable" sample (3 mg/kg SiNc). The higher intratumoral temperature in case of "Activatable" nanoparticles was expected as the higher dose of SiNc was used (we used the same injection volume with the same amount of polymer but with different SiNc loading: 3% and 6%).
Acute toxicity testing
The safety profile of SiNc-loaded nanoparticles has been evaluated in mice and compared to non-treated mice.
None of the mice died or exhibited abnormal behavioral changes during the duration of the study. Changes in the weight, during the course of the study, for the SiNc-loaded nanoparticles as compared to untreated mice as control 
Phototoxicity studies
To determine if the SiNc-PNP formulation is photosafe, nude immunodeficient mice were treated by two ways simultaneously (i.v. injection: SiNc=1.5 mg/kg and subcutaneous injection at the back: SiNc=1.5 mg/kg). Next, 5 treated mice vs 5 control non-treated mice were exposed to simulated sunlight for 2 hours everyday for 7 days (10000 lux at 2 inches). Body weight and skin conditions in studied mice were monitored.
Cytotoxicity Studies
In vitro micronucleus assay was used to determine the genotoxicity of SiNc-loaded PNPs on CHO-K1 cells with slight modification of previously reported method. [2] In general, 300,000 cells were seeded in each well of a 6-well plate and cultured for 24 hours prior to treatment. Cells were then treated with 88 µg/mL SiNc-loaded PNPs for experiment group, fresh media for negative control, or 50 µg/mL methyl methanesulfonate (MMS) for positive control. After 24-hour incubation, old media was removed and the cells were fixed by adding 2 mL of cold 100% methanol solution and freezing for 10 minutes. Methanol was removed, and cells were washed with phosphate buffer saline (PBS) for three times followed by addition of 600 nM of 4, 6-diamidino-2-phenylindole (DAPI) for 8 minutes to stain cell nuclei. After staining, cells were washed with PBS containing 0.05% Tween 20 and imaged by a fluorescent microscope. Genotoxicity was then analyzed by counting the number of micronuclei per 1000 cells.
